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First Office Action 

(PCT application entering into the national phase] 

• , t Art 35 aara 1 of the Patent Law. the examiner has made an 
^HUnderthe proven of Art.35,parc 1 « , ication for ]nv enton 

examination as to substance of £ y the applicant on . 

upon the request for substantive exam.nat,on filed by PP 

• • f Art 35 oara 2 of the Patent Law, the Chinese Patent Office 
□ under the provs.on of Art. 35, para o explication for 

has decided to conduct an examination of the cap^one p 
invention on its own initiative. 

2. 0 The applicant requests that 

the filing date _Apr^J222_- at the . 
priority date of the present application, 
the ffllng date _Jun J4 . 1*» - ot tne 
priority date of the present application, 

the filing date — -Ds c^, ^ - G+ the 
priority date of the present application. 

3 □ The following amended documents submit » 

3 acceptedforfaHure^ 

□ theChineseversionoftheannexto^ te ^ 
O the Chinese version of the amended documents submitted 

predion of Rule 1 9 of the Patent »P^"^ rf Rule 28 or Rule 41 

□ ihe amended documents submitted according to the pro 
of the Patent Cooperation Treaty. 

i 
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. Patent Office be taken as the 
_ patent Office be taken as the 



_jE patent Office be taken as the 
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Qlh eam 6 nded d o— ^-J-*- — - ^ 
Renting Pa,enH0W - 

cannot be accepted. 

a pa3 e of the descnptron. based on me 

^^^^ n ZZ m. Chinese - - on-lo the 
intentional preliminary examination report; doeurn ente submitted 

pag - ^XTotentCooper^onTrea^: 

according to the proviso of Rule 28 or Rule 41 o documen ts submitted 

pace __ - *• .^.^X^l ««**™ °< "» 

according to the prov.sion of Rule 51 or me 

Law. 

p d*» - -d on the Chinese version - the ^-submitted 

i„, e m*na, 0 ppB=o.io^menK ^ ^ ^ ts 

claims . * DQSBU en f . h Pa + en t Cooperation Treaty; 

claim (s) . * oaseu v 

preliminary —* al ^^ 1h . amendea aocum ents sotted according to the 

^l^oHhelmp— gRegulationsottheeotentLav, 
ORg(s) ba! edonthe Chinese version o, the Ma^ubmmed international 

^ !^T m b«ed on the Chinese «M of the annex to the international 
preLarye^onjepo^ occwolng to the 

A^'^ — . to the 
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NUCLEIC ACIDS RESEARCH, VOL. IB, NO- 21. PAGE 

6421 ' 

THE JOURNAL OF BIOLOGICAL CHEMISTRY, VOL- 259, 

mo. 23, PAGES 14829-14834 



Dec. 1984 



6. Concluding comments on the examination: 



D desUiion * not in confer «lh the prcvBon of Art. tt. para 3 of 
Patent Law. 



of that no patent right shall be granted 



0 On the claims: 

□ C laim{s) come(s) within the scope 

□ clt"^ no prccflco, «M « P~*- in Art. a. P=ra. 

^clTi-^enofin— w, thth e prov.cn of Art.*, para , of 

ocl"^nof,n confer* p»~r. **• 

implementing Regulations. 
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■ o^ m|S ,^^eno t inco* m , t vw»hmepro*onof R u,e li po ra . 1 c.m e 
implementing Regulations. 

concluding comments. 
, Based on<he above concluding °^££££^L*W ° M 

patent right shall be granted. r or which a patent right 

□ the patent opp«ca«on cental no 71 or Kis/ite stated 

may be granted. If the applicant has no sufficient reason s) to 
Zon^are no. sufficient. «*J appfcation be seated. 



□ 



8 ih^ppBciarit^y^ 

^cCr^r : ma ; g — „ „, - - 

appfication shall be deemed to have been withdrawn. 
|2) .ean— ^^^^^ 



Examination. 



,3, , no arrangement h made in advance, the applicant and/or the agent sha» not 
' ' LmeTthf Chinese Patent Office to have an the excnvner. 

«n^orf ***t should be sent to the Receiving Section of 
(4) The observations and/or amended text shook I be eReceMng 

,. Th* Office Action can* at the M portion tct* 9 pagels) and of the 
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lg|UL)/UM 



following attachnnent(s) 
0 6 . co 



of reference docomen*, to«n 9 _S_ patf* 



Examination Dept. No. . Examiner 

901 6 
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OurRef: CPCH0162364P 
ApplNo: 00806019.3 



Text of the First Office Action 

According to the description, the present application relates to an 

-d a method for producmg an 

L-amino acid. 

After examination, comments are made as follows. 

1 Claim 1 does not comply with the provision on novelty as 
silpulaied under Article 22-Paragraph 2 of the Patent Law. 
Reference document 1 (EP003S831) discloses three kinds of 
ge« modfled recombinant 

Lch are all obtained by transfernng gdh fe'^te 
dehvdroaenase gene) derived from ECoft after connecting it with a 
vehide Tnto a mycoMum Methylophitus meWpte 
NotTu515 Since there is no GDH enzyme in Mf >« 
™u2t«,phus, the recombinant bacterium obtained through the 
Tb^athW "as the abilfty of directly sy nthesiz,n£ , Uglutemic 
acid by Using a-oxoglutarate (see page 1 to page 7 line ,26 and 
examples 1 and 2). That is, reference document 1 has disclosed 
SwopMus bacterium having the L-amino acid-producing 
ability. Therefore, claim 1 does not possess novelty. 

2 Claim 2 does not comply with the provision on inventiveness as 
stipulated under Article 22-Paragraph 3 of the Patent Law. 

Reference document 1 discloses a recombinant ^thylopNius 
methylotrophus having the ability of directly synthesizing L-gUrtamlc 
acid by using ooxoglutarate. As is known to persons skilled ,n he 
art by using oxaloacetic acid and glutamic acid, lysine, isoleucine 
and leonine can be obtained via certain metabolism p», 
and bv using pyruvic acid, valine and leucine can be obtained, 
^en the entyme needed for the above said metabolism pathway 
Tno Lted from the pnmfflve MethylopMus *• 
above said amino acids can surely be produced from the 
recombinant Methylophilas methylatrophus as disclosed ,n 
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referee document ^^^^ 

i;;^s^?^*> ^ *• ,echnica ! soiu :°" 

skilled in the art . wur raw tecnnica i solution darned in 

«n'e^ ht^nenTsublntivefeaturesn.rrep^entsa 

SSL. thus does not possess invents, 

3 Claim 3 does not comply with the provision on inventiveness as 

^ipuSed under Article 22-Paragraph 3 of the Patent Law. 

As is known to persons skilled in the art. in order tc .obtain a 

sylesiSTg lysine from glutamic acid Corynebacfemm persons 
"he art synthesize a large amount of lysme by deling 
S,, dehydrogenase to remove the synergetic feedback 
inhTbfcn by threonine and lysine against AK (aspartokinaseV Fo 
another example, they need to syrrthesize a , large ^ mo < of 
taraet product by using structure analogs of ammo acids in we 
procts of synthesizing threonine from Uranidin Bwbactenun, 
such structure analog of threonine AHV Is used to remove he 
eela* inhibition Against AK1 and HSDH1 honKsenr, 
H^rimnenase U and to accumulate threonine. Therefore, when 
claim lTnot?nven"e, persons skilled in the art will find it obvious 
t obtoi the technical solution of claim 3 on the basis of the above 
common knowledge. As a result, the technical 
claim 3 neither has prominent substantive features nor represents a 
notable progress, and thus does not possess inventiveness. 
4 Claim 4 does not comply with the provision on inventiveness as 
stipulated under Article 22-Paragraph 3 of the Patent Law. 

As is known to persons skilled in the art, the P rodu *^ a ~ 
screened out via the above pathways, which can produce « Ma nj. 
amount of target products, usually has an enhanced enzymate 
actrvity because of a mutation of the structural genes of the key 
enzZesTn the metabolism pathway. Therefore, when clam is 
nXen^e persons skilled in the art wil, find it obvious to obtam 
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Ser has P^nem substance features nor represents a 
notbTe progress, and thus does not possess inventiveness. 
* Claim 5 does not comply with the provision on inventiveness as 
siipSd I u nd^r Articles-Paragraph 3 of the Patent Law. 

As is known to persons skilled in the art, in the , metabolism p» 
for synthesizing lysine from bactenum, ^^T^ " 
dihydrodipicolinate synthase are key enzymes. The structuraT gene 
of asoartokinase has an enhanced activity because of the mutation 
°^r p ™ screening out a mutant deficient in threonine .n 
ordeTto synthesize lysine. At the same time, by enhancing he 
activity of dihydrodipicolinate synthase activrty, the abrtrty of the 
Sfor synLsteing rysine will be great* 
vTen claim 1 is not inventive, persons skilled in ? ****** 
obvious to obtain the technical solution of claim 5 on *e bas* of 
the above common knowledge. As a result, the techn.ca solution 

c aimed in claim 5 neither has W^**^*?ZZ 
represents a notable progress, and thus does not possess 

inventiveness. 

6 Claims 6 and 7 do not comply with the provision on 
inventiveness as stipulated under Article 22-Paragraph 3 of the 
Patent Law. 

Referring to the comments on claim 5 for detailed comments. 

7 Claim 8 does not comply with the provision on inventiveness as 
stipulated under Article 22-Paragraph 3 of the Patent Law. 

The three enzymes recited in claim 8 are all enzymes used in the 
synthesis of lysine. Though they are not key enzymes in tte 
metabolism process, the enhancement of the activty of the above 
enzymes alone or simultaneously will greatly increase the amount 
of the lysine synthesized. Therefore, when claims 5-7 are not 
^vertive, persons skilled in the art will find it obvious to obtain the 
technical solution of claim 8 on the basis of the above common 
Sge. As a resuK, the technical solution claimed ,n cla,m 8 
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nPithar has prominent substantive features nor represents a 
ntfabie p "greTand thus does not possess inventiveness. 
8 Claim 9 does not comply with the provision on inventiveness as 
SlrArW»ft^ 3 of the Patent Law. 
a, stated above aspartokinase AK and dlhydrodipicolinate 
,k f nnPS are key enzymes in the lysine synthesizing 

hT e an ab«ity of producing L-amino acid, especially an ability of 

2 (EP0435132) discloses that after connecting the ,AK en^me 
1,™. h«r and DDPS gene dapA that are free of the feedback 
SS^S^S introducing them into Coryneba« the 
S w of AK and DDPS of the conversion increases by 15 times, 
ar^ treby a large amount of lysine can be produced (see ft. 
^ho e Seni document 2). As technical* mooted by the 
above two reference documents, persons stalled in 
easily think of introducing AK enzyme gene lysC and DDPS gene 
dapA That are free of the feedback inhibition by lysme into 
Si bacterium to produce L-lysine. And they can thereby 
S the technical solution of claim 9. Therefore, sa,d cla,m 
nenher has prominent substantive features nor represents a 
notable progress, and thus does not possess ,nvent,veness. 

9 Claim 10 does not comply with the provision on inventiveness as 
stipulated under Article 22-Paragraph 3 of the Patent Law, 

As is known to persons skilled in the art, the enzyme stated in claim 

10 ts a key catalytic enzyme in me process 1* V*""" 
threonine. As claim 1 is not inventive, if persons skilled m i the art 
hone o produce lysine from Mefty/opMos bactenum they w,ll 
suml Lk of enhancing the activity of said enzyme, and thus they 
mafsurel Iduee a large amount of threonine. That is. they w,.. 
Xa he technical solution of claim 10. Therefore, sari da,m 
neither has prominent substantive features nor represents a 
notable progress, and thus does not possess inventiveness. 
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11. Claim 11 does not comply with the P^"^" 
as stipulated under Article 22-Paragraph 3 of the Patent Law. 

Reference document 1 discloses that all the M^P*^ 

"^T*^ SrC^ 

claims 1-10 are not inventive, claim 11 neitner n d& h 

su^ntive features nor represents a notable progress, and thus 
does not possess inventiveness. 

19 Claims 12 14 and 15 do not comply with the Pulsion °n 
LSess'as stipulated under Artide 22-Paragraph 3 of the 



Patent Law, 



„ ,s common knowledge to persons ■^ h h «V?£££iK 
ta raet product by culturing the producing bactenum for producing 

Set produ t in T^ST^S — 
2S.« ^ dl5 « ^e 1 nt sub— ^ s 
nor represent a notable progress, and thus do not possess 
inventiveness. 

13 Claim 13 does not comply with the provision on inventiveness 
Spiled under Article 22-Paragraph 3 of the Patent Law. 
Reference document 1 discloses that methanol is used as the 
Source in ^J^J^SZ 

features nor represents a notable progress, and thus does not 
possess inventiveness. 

14 Claims 16-25 relates to the amino acids or nucleotide 
llencTo five enzymes. Although these five enzymes are 

hv the step catalysis of the five enzymes that lysine is tinauy 
tarn oxaloacetic acid and glutamic acid. However. 
Xt thrLes catalyzed by the five enzymes and the products 
butted therefrom are different, or in other words since these 
e^vmes catalyze different reactions respectively, their ninction ; in 
thTlole metabolism pathway are different. In addition, the 
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structural features of the amino acids and nucleotide sequences 
coTresponding to these five enzymes are different. Accord.ng to 
Article 31 of the Patent Law, "two or more inventions belonging to a 
single general inventive concept can be filed as one ap pl.cat.on At 
the same time. Rule 35 of the Implementing Regulat.ons of the 
Patent Law further illustrates the meaning of a single general 
inventive concept, stipulating that such b * 
technically interrelated and contain one or more of the same or 
corresponding special technical features". The ^^T^f 
present application, however, are different both in terms o 
structural features and of functions, nor do they contain the same or 
corresponding special technical features. Therefore, the _c|a^s 
corresponding respectively to these five enzymes do not belong to 
a single general inventive concept. As a result, these claims do not 
possess unity, and do not comply with the provision of Article 31- 
Paragraph 1 of the Patent Law. 

15 Claim 17 does not comply with the provision on novelty as 
stipulated under Article 22-Paragraph 2 of the Patent Law. 

Reference document 3 (APPLIED AND ENVIRONMENTAL 
MICROBIOLOGY, vol.58, no.9, September .1992, pages 2806-2814) 
discloses a nucleotide sequence of the aspartokinase II derived 
from Thermophilic Methylotrophic Bacillus sp.. wh]c ^^ n ^t 
with the nucleotide sequence stated in claim 17 (b) under a 
stringent condition. That is, reference document 3 has d.scbsed afl 
the technical features of claim 17(b). Therefore, said claim does not 
possess novelty. 

16 Claim 19 does not comply with the provision on novelty as 
stipulated under Article 22-Paragraph 2 of the Patent Law. 

Reference document 4 (MICROBIOLOGY, vol.143, PART 3. March 
1997 paqes 899-907) discloses a nucleotide sequence of aspartic 
acid semialdehyde dehydrogenase derived 
aeruginosa, which is hybridizable with the nucleotide sequence 
stated in claim 19 (b) under a stringent condition. That is reference 
document 4 has disclosed all the technical features of claim 19(b). 
Therefore, said claim does not possess novelty. 
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nuSde ^quence stated in claim 21 (b) under a stnngent 
nucleotide sen document 5 has disclosed all the 

Therefor, said .aim does not 

possess novelty. 

18. Claim 23 does not comply with the provision or .novelty as 
stipulated under Article 22-Paragraph 2 of the Patent Law. 
Reference document 6 (THE JOURNAL OF BIOLOGICAL 
CHEMISTRY vol.259, no.23. 10 December 1984, pages 14829- 
S dieses a nucleotJde sequence of di^ip^nate 
reductase derived from Escherichia Co//, which is hybndizable wrth 
^dectlde sequence stated in claim 23 (b) under a string nt 
Idition. That is. reference document 6 has d,sdosed an the 
technical features of claim 23(b). Therefore, said claim does not 
possess novelty. 

19. Claims 16-25 do not comply with Article 26-Paragraph 4 of the 
Patent Law. 

Because of the open-ended expression "comprising" used in 
technical solutions (a) of claims 17 19 21, 23 and 25. the 
nucleotide sequences claimed in said cia.ms are "tested as 
comprising more than the sequences shown in SEQ ID NC 5 7 9. 
11 and 13 i e comprising other sequences. Since the description 
only disdi si SEQ ID NO 5. 7, 9, 11 and 13, such protection 
Sel ler too many compounds. According to the disdosure of 
the description, however, persons skilled in the art «nnot foresee 
hat the applicant has obtained all the stated compounds, or in 
other words all the amino sequences can fulfill the purpose of the 
Mention Therefore, claims 6 and 7 are not supported by the 
ZSL. and thus do not comply with Artide 26-Parag ra ph £ of 
the Patent Law. The applicant should delete "compnsing from 



techni ca l so l ut i ons(a)ofc.aim S 17.19.21.23 a nd25 

the applicant should «"^*V disclos ure in this part 
description correspondingly, s ° ™ ™ s independen t claims 
e-nr^*.^^"^^^ the present 
■«**«l^«W^^78«ri«ph 1 P) of the 

r 2 «- - r ,he Guide,ines 

for Examination, Part 11, Chapter 2. Section 2.2.4). 

. +h= nnuwnt aoDlicatlon cannot be granted a 
For the above reasons .the P^^P 1 ^!^. The applicant 
patent right according to ts ^ accordance with the 

should amend the f^J^^^M * this office 
comment above and remove all the ^defec s ma 

action. Amendments shall ^^^Ts^pl of the initial 
the Patent Law *fi££^* » ejected, 

description and c aims. Otherwise tn» pp of the 

The applicant is ^™ d J^?™ ^ ^ade, with all the 
original text to which amendments have been mauc, 

amendments marked out in color. 
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